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confidence as an Investigator, potential Investigator or consultant, for review by you, your staff and applicable
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obtain informed consent from those persons to whom the drug may be administered, and except as may be
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This protocol contains information that is proprietary to the Sponsor, Kyowa Kirin
Pharmaceutical Development, Inc. (KKD; herein after referred to as the Sponsor). This
information is being provided to you for the purpose of conducting a clinical trial on behalf of
KKD. You may disclose the contents of this protocol to the study personnel under your
supervision and to your Institutional Review Board (IRB) or Ethics Committee (EC). As a
Principal Investigator participating in this study you agree to not disclose the contents of this
protocol to any other parties (unless such disclosure is required by government regulations or
laws) without the prior written permission of KKD.

Any supplemental information (e.g., protocol amendment, Investigator Brochure [IB], study
manuals) that may accompany this document is also proprietary to KKD and should be
handled consistent with the terms stated above.

I, the undersigned, have reviewed this protocol, including Appendices and I agree to conduct
the clinical study in compliance with the protocol and study manuals, and with ethical
principles that have their origin in the Declaration of Helsinki and are consistent with the
International Conference on Harmonisation (ICH) guidelines on Good Clinical Practice
(GCP), any applicable laws and requirements, and any conditions required by a regulatory
authority and/or IRB/EC.

I understand that the protocol may not be modified without written approval of the sponsor.
All changes to the protocol must be submitted to the applicable regulatory authority and
IRB/EC, and must be approved by the IRB/EC prior to implementation except when
necessary to eliminate immediate hazards to the subjects or when the change(s), as deemed
by the Sponsor, involves only logistical or administrative changes.

Principal Investigator:

Signature Date
Printed Name Title
Institution Address Telephone Number
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Summary of Changes

It is anticipated that some subjects will be continuing to receive study treatment at the time of
data cutoff for completion of analyses and preparation of the clinical study report (CSR). A
new section (Section 9.5) has been added to the protocol in this amendment to allow for these
subjects to continue to receive study treatment and to be followed according to institutional
standard of care for subsequent assessment of efficacy and safety.

1) For subjects who are continuing to receive study treatment at the time of data cutoff,
the Sponsor will continue to supply study drug (mogamulizumab and nivolumab)
until the subject has completed the maximum treatment period of 96 weeks from
Cycle 1 Day 1 (Section 6.3) or until the subject meets one of the criteria for removal
from therapy as described in Section 7.5.

2) For all ongoing subjects, i.e., subjects who are continuing to receive study treatment
or who are in safety or survival follow-up at the time of data cutoff, the following
changes in study procedures and data collection will be implemented:

» Assessments of disease status and safety/tolerability, as well as decisions

regarding continuation of study treatment, will be made according to
institutional standard of care as determined by the Principal Investigator.

* Central laboratory analysis of samples will no longer be required.

* Blood samples for pharmacokinetic (PK), pharmacodynamic (PD) and anti-drug
antibody (ADA) analyses will no longer be collected.

* Survival follow-up will be discontinued for all subjects.

* Electronic data capture will be terminated for all subjects and all data upon
notification from the Sponsor.

» For subjects who are continuing to receive study treatment at the time of
implementation of this amendment, SAEs and treatment-related AEs will be
reported to the KKD Drug Safety Surveillance Department using the SAE form.

References to Section 9.5 have been added as relevant in other protocol sections.

Additional changes to the protocol include an update of the Sponsor address and
identification of a new Medical Monitor for the study.
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1 SYNOPSIS

Name of Sponsor/Company:
Kyowa Kirin Pharmaceutical Development, Inc.

Name of Finished Product:
NA

Name of Active Ingredient:
Mogamulizumab
Nivolumab

Study Title: Open-label, Multicenter, Phase 1/2 Study of Mogamulizumab in Combination with Nivolumab in
Subjects With Locally Advanced or Metastatic Solid Tumors

Protocol Number: 0761-014

Investigators and Study Center(s): Up to 23 sites in the United States (US)

Phase of Development: 1/2

Objectives:

Primary:

To characterize the safety and tolerability and determine the maximum tolerated dose (MTD) or the highest
protocol-defined dose in the absence of exceeding the MTD, of the combination regimen of mogamulizumab
and nivolumab in subjects with locally advanced or metastatic solid tumors.

Secondary:

*  To evaluate the anti-tumor activity of the combination of mogamulizumab and nivolumab based on the
Response Evaluation Criteria in Solid Tumors version 1.1 (RECIST v. 1.1). Anti-tumor activity will be
assessed as overall response rate (ORR), time to response (TTR), duration of response (DOR),
progression-free survival (PFS), and overall survival (OS).

Exploratory:
*  To assess serum concentrations of mogamulizumab and nivolumab when administered in combination.
*  To evaluate the immunogenicity of mogamulizumab and nivolumab when administered in combination.

*  To evaluate the pharmacodynamic (PD) profile of the combination of mogamulizumab and nivolumab and
determine which biomarkers may correlate with safety and/or anti-tumor activity.

* To evaluate the ORR of the combination of mogamulizumab and nivolumab based on the immune-related
RECIST (irRECIST) v 1.1.

Study Design:

This is a multicenter, Phase 1/2, open-label, dose-finding, cohort-expansion study of the anti-CCR4 antibody
mogamulizumab in combination therapy with the anti-programmed death receptor-1 (PD-1) antibody nivolumab
in adult subjects with locally advanced or metastatic solid tumors. Subjects will be screened for entry into this
study after signing the informed consent form (ICF). Subjects who meet study entry criteria will enter the
treatment cohort that is open to enrollment. The study includes a Phase 1 dose finding and a Phase 2 cohort
expansion:

* Phase 1 dose finding has a 3+3 design that will identify the MTD or the highest protocol-defined dose, in
the absence of exceeding the MTD, for the combination regimen and will enroll up to 12 subjects (3 to
6 subjects per cohort).

*  Phase 2 cohort expansion will explore the safety, pharmacokinetic (PK), PD, and anti-tumor activity of the
highest tolerated dose of the combination regimen and will enroll up to 184 subjects (21 to 36 per tumor
type) in up to 7 tumor-specific expansion cohorts.

All subjects will receive 240 mg of nivolumab as at least a 30-minute intravenous (iv) infusion on Days 1 and
15 of each 28-day cycle. Subjects will then receive the cohort-assigned dose of mogamulizumab as at least a
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1-hour iv infusion on Days 1, 8, 15, and 22 of the first cycle and on Days 1 and 15 of subsequent cycles. When
both nivolumab and mogamulizumab are administered at the same visit, the infusion of mogamulizumab will be
started at least 30 minutes after the end of the infusion of nivolumab. Subjects should be closely monitored for
adverse events (AEs) for at least:

* 30 minutes after the completion of the nivolumab infusion;

* 4 hours after the completion of the mogamulizumab infusion for the first 2 combination infusions (i.e.,
Cycle 1, Days 1 and 15); and

* 30 minutes after all other mogamulizumab infusions.

Subjects will be monitored for safety throughout the study. Tumor assessments will be performed during the
Screening period, at Week 10, then at least every 12 weeks thereafter until unequivocal disease progression or
death. Tumor biopsies will be required during the Screening period (except for the subjects who present archival
tumor tissues) and at Week 10 (unless the tumor is inaccessible for biopsy). Pharmacokinetic and PD parameters
and immunogenicity will be determined for mogamulizumab and nivolumab.

The first post-treatment follow-up visit will be 30 days (+ 5 days) after the last dose of investigational medicinal
product(s) (IMP[s]). The second follow-up visit will be 100-110 days after the last dose of IMP. Adverse events
and SAEs with onset up to 100 days after the last dose of IMP should be reported, as should any SAEs that
occur after that time and are considered potentially related to IMPs or study procedures. Subjects will be
contacted at least every 100 days after the last dose for survival follow up and recording of new anti-cancer
therapies. All new treatments for cancer should be recorded, including nivolumab if received after
discontinuation from this study. Subjects who complete or discontinue treatment without progression will have
tumor assessments collected until a new anti-cancer therapy is started, unequivocal disease progression is
documented, or death.

Procedures to be followed for subjects who are ongoing in the study (i.e., subjects who are continuing to receive
study treatment or who are in safety or survival follow-up) at the time of data cutoff for completion of analyses
and preparation of the clinical study report (CSR) are described in Section 9.5.

Phase 1: Dose-finding:
The dose levels and schedules are described below.

Dosage of Mogamulizumab Dosage of Nivolumab
Cycle 1 Subsequent Cycles All Cycles
Dose Level (Days 1, 8, 15, 22) (Days 1, 15) (Days 1, 15)
1 1.0 mg/kg 1.0 mg/kg 240 mg
Optional® 0.3 mg/kg 0.3 mg/kg 240 mg

a: This dose level may be enrolled if > 1 subject experiences dose-limiting toxicity at Dose Level 1.
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Dose-finding Criteria:

A Safety Review Committee (SRC) composed of physician(s) from the Sponsor and/or designee and
Investigators will review cumulative safety data from all subjects before deciding whether to change the dose
level or open the expansion cohorts. Dose finding will continue until an MTD has been established or it is
determined that the expansion cohorts should open or that dosing should stop. Further exploration of
intermediate doses may take place based on evaluation of emerging safety and PK/PD parameters in the current
trial as well as other ongoing trials.

Definition of Dose-limiting Toxicity:
A dose-limiting toxicity (DLT) is defined as the occurrence of any of the following toxicities that are considered
related to IMP, with onset from the first dose to 14 days after the last dose of IMP in Cycle 1:

Hematologic Toxicity:
1) Grade 3 thrombocytopenia with clinically significant bleeding;
2) Grade 4 thrombocytopenia;
3) Febrile neutropenia (absolute neutrophil count < 500/mm’ with a single temperature of > 38.3°C
[101°F];
4) Grade 4 neutropenia of duration > 7 days;

Note: Grade > 3 lymphopenia or leukopenia of any duration is not considered a DLT.

Non-hematologic Toxicity:
5) Aspartate transaminase (AST) or alanine transaminase (ALT) elevation > 5 to < 10 times the upper

limit of normal (ULN) (Grade 3) that does not downgrade to < Grade 1 (or to baseline grade if > Grade
1 at baseline)within 14 days;

6) AST or ALT elevation > 10 times ULN;

7) Total bilirubin > 5 times ULN;

8) ALT or AST elevation > 3 times ULN AND concomitant total bilirubin > 2 times ULN, without initial
findings of cholestasis (elevated serum alkaline phosphatase), AND no other immediately apparent
possible causes of ALT/AST elevation and hyperbilirubinemia, including, but not limited to, tumor
progression, viral hepatitis, pre-existing chronic or acute liver disease, or the administration of other
drug(s) known to be hepatotoxic;

9) A > Grade 3 non-hematologic laboratory AE (other than AST, ALT, or bilirubin) is a DLT only if it
requires medical intervention or hospitalization. Exception: Grade 3 or Grade 4 electrolyte
abnormalities that are not associated with clinical signs or symptoms, and either resolve spontaneously
or respond to conventional medical intervention are not DLTs;

Note: > Grade 3 elevation of amylase and/or lipase of any duration not associated with clinical or
radiographic evidence of pancreatitis is not a DLT;

10) Grade 4 non-hematologic non-laboratory AE;
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11) Grade 3 skin rash that does not improve to < Grade 2 within 3 days of initiation of maximal supportive
care;

12) Grade 3 uveitis, bronchospasm, or neurologic toxicity of any duration;
13) Any other Grade 3 non-hematologic non-laboratory AE lasting > 7 days, with the following exceptions:

a) Grade 3 inflammatory reaction attributed to a local antitumor response (e.g., inflammatory
reaction at sites of metastatic disease, lymph nodes, tumor lysis syndrome) is not a DLT;

b) Grade 3 fatigue is not a DLT;
¢) Grade 3 fever not associated with hemodynamic compromise is not a DLT;
14) Grade 2 or higher pneumonitis of any duration;

15) Any Grade 2 uveitis, eye pain, or blurred vision that does not respond to topical therapy and does not
improve to Grade 1 within 14 days OR requires systemic treatment.

Phase 2: Cohort expansion

To further characterize the safety, tolerability, and anti-tumor activity of the combination, up to 184 subjects
(21 to 36 subjects per tumor type) with locally advanced or metastatic disease in the following tumor types will
be enrolled: squamous cell non-small cell lung cancer (NSCLC); programmed cell death ligand 1 (PD-L1)-non-
expressing non-squamous cell NSCLC; squamous cell carcinoma of the head and neck (SCCHN); colorectal
carcinoma, non-microsatellite instability (non-MSI) high; ovarian cancer, hepatocellular carcinoma (HCC), and
pancreatic adenocarcinoma. PD-L1 expressing is defined as membrane staining observed in > 1% tumor cells
among a minimum of 100 evaluable tumor cells. Subjects will be treated with the highest dose of the
combination regimen that was considered tolerable in Phase 1. The safety and tolerability of the dosing regimen
used in each expansion cohort will be monitored. The SRC will review cumulative safety data from all subjects
approximately every 2 months during the enrollment period. Clinical safety in the expansion cohorts will be
monitored continually.

Selection of Subjects:
Study populations for this study are:
* Phase 1 dose finding: Adult subjects with locally advanced or metastatic solid tumors.

*  Phase 2 cohort expansion: Adult subjects with locally advanced or metastatic squamous cell NSCLC;
PD-L1 non-expressing non-squamous cell NSCLC; SCCHN; colorectal carcinoma non-MSI high; ovarian
cancer (including primary peritoneal cancer and fallopian tube carcinoma); HCC; and pancreatic
adenocarcinoma.

Inclusion Criteria:

Subjects must meet each one of the following inclusion criteria during the Screening period in order to be

eligible for participation in the study. In addition, subjects participating in Phase 2 must meet all the inclusion

criteria and have none of the exclusion criteria for the relevant tumor type.
1) Subject is age 18 years or older;

2) Subject must have histologically or cytologically confirmed solid tumor;
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3) Subjects must have locally advanced or metastatic solid tumor;

4) Subject has received appropriate cancer therapy as defined by:

a) For subjects in Phase 1: Subject has no additional therapy options available known to prolong
survival with the exception of PD-1 blockade (Subjects with tumors for which nivolumab has survival
benefit who have not received PD-1 blockade are eligible.) Prior therapy is not required for a subject
with a tumor type that has no standard treatment regimen that is considered by the Investigator to be
appropriate;

OR subject meets prior therapy requirements for their tumor type provided below in the Additional
Eligibility Criteria for Subjects in Phase 2;
Note: Subjects in Phase 1 with NSCLC of non-squamous histology must be tested for epidermal
growth factor receptor (EGFR) mutations and anaplastic lymphoma kinase (ALK) rearrangement.
Subjects with EGFR activating mutations or ALK rearrangement must have progressed during or
after, or been intolerant to, at least one prior approved EGFR or ALK targeted therapy;

b) For subjects in Phase 2, see prior therapy requirements provided below in the Additional Eligibility

Criteria for Subjects in Phase 2;

5) Subject has at least 1 measurable lesion per RECIST v. 1.1. Note: Lesions located in a previously
irradiated field must have subsequent radiographic disease progression in that site in order to be
considered measurable;

6) Subject has an Eastern Cooperative Oncology Group (ECOG) performance status (PS) of 0 or 1;

7) If the subject is a woman of child-bearing potential or man who is sexually active with woman of
child-bearing potential, the subject agrees to use adequate contraception from signing of the ICF, for the
duration of study participation; and for 23 weeks after the last dose of IMP for women or 31 weeks after
the last dose of IMP for men.

8) Subject must have adequate hematological, renal, hepatic and respiratory functions defined below:

a)  White blood cell count > 2.0 x 10%/L (2000/ mm®);

b)  Absolute neutrophil count > 1.5 x 10°/L (1500/mm”);

¢)  Platelets > 90 x 10°/L (90000/mm®), or >60 x 10°/L (60000/mm) for subjects with hepatocellular
carcinoma;

d) Hemoglobin >9.0 g/dL (5.6 mmol/L);

e)  Serum total bilirubin < 1.5 x ULN (except subjects with hepatocellular carcinoma or Gilbert
syndrome, who can have total bilirubin < 3.0 mg/dL);

f)  ASTand ALT <3 x ULN, or <5 x ULN for subjects with liver metastases or hepatocellular
carcinoma;

g)  Serum creatinine < 1.5 x ULN OR calculated creatinine clearance (CrCL) > 40 mL/min (using the
Cockceroft-Gault formula)

—  Female CrCL = (140-age in years) X weight in kg x 0.85

72 x serum creatinine in mg/dL
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—  Male CrCL = (140-age in years) X weight in kg x 1.00

72 x serum creatinine in mg/dL;

9) The subject is willing to undergo tumor biopsy during the Screening period, or, if the tumor is inaccessible
for biopsy, archived tumor material must be available for submission;

10) The subject is able to understand and willing to sign a written ICF.

Exclusion Criteria:
Subjects will not be eligible to participate in this study if any of the following exclusion criteria is met during
the Screening period. In addition, subjects participating in Phase 2 must meet all the inclusion criteria and have
none of the exclusion criteria specified for the relevant tumor type.
1) Female subject who is pregnant or breast-feeding, or any subject expecting to conceive or father a child
during his study;

2) Subject has an uncontrolled intercurrent illness that in the opinion of the Investigator would
compromise the safety of the subject. These may include, but not limited to, uncontrolled infection,
unstable angina, interstitial lung disease, or clinically significant cardiac arrhythmia;

3) Subject has a psychiatric illness/social situations that in the opinion of the Investigator would limit
compliance with study requirements;

4) Subject has a primary central nervous system (CNS) tumor or known CNS metastases and/or history of
CNS metastases and/or carcinomatous meningitis; Exception: Subjects are eligible if CNS metastases
are adequately treated and subjects are neurologically returned to baseline (except for residual signs or
symptoms related to the CNS treatment) for at least 4 weeks prior to enrollment. In addition, subjects
must be off corticosteroids for 4 weeks prior to enrollment

5) Subject has received prior therapy for cancer or major surgery within 28 days, or 42 days for
nitrosourea or mitomycin C, prior to Cycle 1 Day 1, or 14 days for tamoxifen;

6) Subject has received radiotherapy or radiosurgery within 14 days prior to Cycle 1 Day 1;

7) Subject has been previously treated with an anti-PD-1, anti-PD-L1, anti-PD-L2, anti CD137, or anti-
cytotoxic T-lymphocyte-associated antigen-4 (CTLA-4) antibody or any other antibody or drug
specifically targeting T-cell co-stimulation or checkpoint pathways;

8) Subject has been previously treated with mogamulizumab;

9) Subject has a history of allergy or hypersensitivity to study drug components;

10) Subject has received a live, attenuated vaccine within 28 days prior to Cycle 1 Day 1;
11) Subject has a history of organ transplant or allogeneic bone marrow transplant;

12) Subject has any unresolved toxicity Grade > 1 (defined by Common Terminology Criteria for Adverse
Events version 4.03 [CTCAE v. 4.03]) from previous anti-cancer therapy, excluding alopecia, fatigue,
and laboratory values listed in the inclusion criteria. Subjects with irreversible toxicity that is not
reasonably expected to be exacerbated by the investigational product may be included (e.g., hearing
loss) at the discretion of the Investigator;

13) Subject use of immunosuppressive medication within 14 days before the Cycle 1 Day 1. Note: Inhaled,
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ocular, intranasal, intra-articular, or topical corticosteroids are allowed. Non-immunosuppressive doses

of systemic steroids for adrenal replacement or for contrast allergy are allowed;

14) Subject has an active autoimmune disease or a history of autoimmune disease which may affect vital
organ function or require immune suppressive treatment including systemic corticosteroids; these
include but are not limited to subjects with a history of immune-related neurologic disease, multiple
sclerosis, uveitis, autoimmune (demyelinating) neuropathy, Guillain-Barré syndrome, myasthenia
gravis; transverse myelitis; systemic autoimmune disease such as systemic lupus erythematosus,
connective tissue diseases, scleroderma, autoimmune hepatitis;

a) Exceptions: Subject with vitiligo, alopecia, type I diabetes mellitus, and endocrine deficiencies
including hypothyroidism managed with replacement hormones including physiologic
corticosteroids are eligible. Subject with psoriasis controlled with topical medication, or conditions
not expected to recur in the absence of an external trigger (precipitating event) are eligible;

15) Subject has a history of toxic epidermal necrolysis or Stevens-Johnson syndrome;

16) Subject has a history of inflammatory bowel disease, Crohn’s disease, ulcerative colitis, or Wegener’s
granulomatosis;

17) Subject has primary or acquired immunodeficiency or known history of testing positive for human
immunodeficiency virus (HIV) or known acquired immunodeficiency syndrome;

18) Subject who tests positive for hepatitis B surface antigen (HBVsAg) or hepatitis C RNA indicating
acute or chronic infection except for subjects with hepatocellular carcinoma;

19) Subject has another active malignancy requiring concurrent intervention;

20) Subject who is receiving any other investigational agents;

21) Subject has another condition that, in the opinion of the Investigator and/or Sponsor, would interfere
with evaluation of the IMP or interpretation of subject safety or study results;

22) Subject has a history of pneumonitis or interstitial lung disease.

Additional Eligibility Criteria for Subjects in Phase 2
In addition to having to meet all the above-mentioned inclusion criteria and have none of the exclusion criteria,
subjects must meet the following inclusion criteria and have none of the exclusion criteria for the relevant tumor
type during the Screening period in order to be eligible for participation in the Phase 2 of the study:
NSCLC, Squamous Cell:
Inclusion Criteria:
1) Subjects with histologically or cytologically confirmed Stage IIIB or Stage IV (according to version 7
of the International Association for the Study of Lung Cancer Staging Manual in Thoracic Oncology;
see Procedure Manual) squamous cell NSCLC;

2) Prior Therapy: Subject experienced disease recurrence or progression during or after platinum
doublet-based chemotherapy for advanced or metastatic disease;
a) Subject with recurrent or progressive disease within 6 months after completing platinum-based
chemotherapy for local disease are eligible;
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b) Subject with recurrent or progressive disease > 6 months after platinum-containing adjuvant,
neoadjuvant or definitive chemoradiation therapy given for local disease, who also subsequently
progressed during or after a platinum doublet-based regimen given to treat the recurrence, are
eligible.

NSCLC, Nonsquamous, PD-L.1 Non-expressing:
Inclusion Criteria:
1) Subject with histologically or cytologically confirmed Stage IIIB or Stage IV (according to version 7 of
the International Association for the Study of Lung Cancer Staging Manual in Thoracic Oncology; see
Procedure Manual) non-squamous cell NSCLC;

2) Subject’s tumor must be PD-L1 non-expressing on immunohistochemistry (IHC) testing performed by
the central laboratory during the Screening period. Either a formalin-fixed, paraffin-embedded (FFPE)
tissue block or tumor tissue sections must be submitted for biomarker evaluation during the Screening
period. The tumor tissue sample may be fresh or archival. Tissue must be a core needle biopsy,
excisional or incisional biopsy. Fine needle biopsies, drainage of pleural effusions with cytospins, or
punch biopsies are not considered adequate for biomarker review. Biopsies of bone lesions that do not
have a soft tissue component or decalcified bone tumor samples are also not acceptable;

3) Prior Therapy: Subject experienced disease recurrence or progression during or after platinum
doublet-based chemotherapy regimen for advanced or metastatic disease;

a) Subjects with recurrent or progressive disease within 6 months after completing platinum-based
chemotherapy for local disease are eligible;

b) Subjects with recurrent or progressive disease > 6 months after platinum-containing adjuvant,
neoadjuvant or definitive chemoradiation therapy given for local disease, who also subsequently
progressed during or after a platinum doublet-based regimen given to treat the recurrence, are
eligible;

¢) Subjects must be tested for EGFR mutations and ALK rearrangement. Subjects with EGFR
activating mutations or ALK rearrangement must have progressed during or after, or been
intolerant to, at least one prior approved EGFR or ALK targeted therapy.

Squamous Cell Carcinoma of Head and Neck:
Inclusion Criteria:

1) Histologically confirmed squamous cell carcinoma of oral cavity, pharynx, or larynx; Squamous cell
carcinoma of unknown primary is allowed only if tumor is HPV16 positive;

2) Stage III or IV and not amenable to local therapy with curative intent (surgery or radiation therapy with
or without chemotherapy);

3) Prior Therapy: Tumor progression or recurrence within 6 months of last dose of platinum therapy in the
adjuvant (i.e., with radiation after surgery), primary (i.e., with radiation), recurrent, or metastatic
setting. Clinical progression after platinum therapy is an allowable event for entry and is defined as
progression of a lesion at least 10 mm in size that is amenable to caliper measurement (e.g., superficial
skin lesion as per RECIST v 1.1) or a lesion that has been visualized and photographically recorded
with measurements and shown to have progressed.
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Exclusion Criteria:

1) Histologically confirmed recurrent or metastatic carcinoma of the nasopharynx or salivary gland,;

2) Subject with base of skull lesion(s) with possible dural or brain parenchymal involvement that may
require local therapy, e.g., radiation;

3) Non-squamous histologies (e.g., mucosal melanoma);
Colorectal Carcinoma, non-MSI high:
Inclusion Criteria:
1) Subject has histologically confirmed metastatic or recurrent colorectal carcinoma;

2) Microsatellite instability status - low (MSI-L) or microsatellite stable (MSS) as detected by an
accredited laboratory per local procedures, see Section 9.2.7.1.

3) Prior treatment: Progression during, after, or been intolerant following the last administration of
approved standard therapies, which must include at minimum a fluoropyrimidine, oxaliplatin, and
irinotecan, as well as at least one of the following agents, if approved or in standard national
guidelines, bevacizumab, cetuximab or panitumumab (if KRAS wild type), or regorafenib.

Exclusion Criterion:

1) MSI high (MSI-H) tumor status detected by an accredited laboratory per local procedures.

Ovarian Cancer:
Inclusion Criteria:

1) Female subjects with International Federation of Gynecology and Obstetrics Stage Ic, Stage II,
Stage 111, Stage IV, recurrent, or persistent (unresectable) histologically confirmed epithelial ovarian
cancer, primary peritoneal cancer, or fallopian tube carcinoma;

2) Subjects are allowed to have received up to 4 prior cytotoxic regimens for treatment of their epithelial
ovarian, fallopian tube, or primary peritoneal cancer; they must have had one prior platinum-based
chemotherapeutic regimen for management of primary disease, possibly including intra-peritoneal
therapy, consolidation, biologic/targeted (non-cytotoxic) agents (e.g., bevacizumab) or extended
therapy administered after surgical or non-surgical assessment; subjects are allowed to have received,
but are not required to have received, 1 to 2 cytotoxic regimens for management of recurrent or
persistent disease; (for the purposes of this study, poly-adenosine diphosphate (ADP) ribose
polymerase (PARP) inhibitors given for recurrent or progressive disease will be considered cytotoxic);
if 2 cytotoxic regimens had been received for management of recurrent or persistent disease, one of
these regimens would have had to contain either a platinum or taxane agent;

Platinum-free Interval- Subjects must have progressed < 6 months after completion of their last
platinum-based chemotherapy;
3) Albumin greater than or equal to 2.8 g/dL.

Exclusion Criterion:

1) Subject has mucinous histology.
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Hepatocellular Carcinoma
Inclusion Criteria:

1) Histologically confirmed hepatocellular carcinoma not amenable for management with curative intent
by surgery or local therapeutic measure;

2) Subject must have received sorafenib treatment and either:

*  have had documented radiographic or symptomatic progression during or after sorafenib therapy;
OR

*  be intolerant of sorafenib (as defined as Grade 2 drug-related adverse event which 1) persisted in
spite of comprehensive supportive therapy according to institutional standards AND 2) persisted or
recurred after sorafenib treatment interruption of at least 7 days and dose reduction by one dose
level (to 400 mg once daily) AND/OR Grade 3 drug-related adverse event which 1) persisted in
spite of comprehensive supportive therapy according to institutional standards OR 2) persisted or
recurred after sorafenib treatment interruption of at least 7 days and dose reduction by one dose
level (to 400 mg once daily)in Section 1.4.9;

OR must have documented refusal of sorafenib;
3) Subject has Child-Pugh score of <6, i.e., Child-Pugh A (Appendix 2);
4) 1INR < 2.3 or Prothrombin time (PT) < 6 seconds above control;

5) Subject has HBV DNA viral load undetectable or < 100 IU/mL at screening. If subject has detectable
HBsAg, HBeAg, or HBV DNA (indicating ongoing viral replication of hepatitis B, he/she must be on
antiviral therapy per regional standard of care guidelines prior to initiation of study therapy. If not on
antiviral therapy at screening, then the subject must initiate treatment per regional standard of care
guidelines prior to CIDI and must be willing to continue antiviral therapy while on study treatment.

Exclusion Criterion:

1) Any history of hepatic encephalopathy;

2) Any prior (within 1 year) or current clinically significant ascites as measured by physical examination
and that requires paracentesis for control;

3) Active coinfection with both hepatitis B (i.e., HBVsAg and/or hepatitis B DNA) and hepatitis C (i.e.,
hepatitic C RNA);

4) Hepatitis D infection in subjects with hepatitis B;
5) Any history of clinically meaningful variceal bleeding within the last three months.

Pancreatic Adenocarcinoma
Inclusion Criteria:

1) Subject has histologically or cytologically confirmed locally advanced unresectable or metastatic
pancreatic ductal adenocarcinoma;

2) Tumor sample available for MSI testing (Note: archived material is sufficient);
3) Prior treatment: Subject must have received at least one prior chemotherapy regimen for their disease
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and must have radiological or clinical progression or documented unacceptable toxicity;

Exclusion Criterion:

1) Known microsatellite instability-high (MSI-H) tumor status.

Number of Subjects: Planned: Up to 188 subjects
*  Phase 1 dose finding: Up to 12 subjects (3 to 6 subjects per cohort) were planned. Four subjects were
enrolled.

*  Phase 2 expansion cohort: Up to 184 subjects (21 to 36 subjects per cohort in up to 8 tumor-specific
cohorts).

Treatment of Subjects:

Investigational Medicinal Product:
*  Mogamulizumab: 0.3 or 1.0 mg/kg administered as an iv infusion over at least 1 hour on Days 1, 8, 15, and
22 in Cycle 1 then on Days 1 and 15 of each subsequent 28-day cycle.

*  Nivolumab: 240 mg of nivolumab administered as an iv infusion over at least 30 minutes on Days 1 and 15
of each 28-day cycle.

Duration of Treatment: Subjects may receive the combination therapy for up to 96 weeks from Cycle 1 Day 1.

Subjects who stop treatment without disease progression and who experience disease progression within

12 months of their last dose of IMP may receive additional IMP for up to 48 weeks, provided that they have not

received other systemic therapy for their cancer. (As of Amendment 3, re-treatment of subjects who stop

treatment without disease progression will no longer be allowed.)

Efficacy, Pharmacokinetic/Pharmacodynamic, and Safety Variables:

Efficacy: Anti-tumor activity will be evaluated using both RECIST v. 1.1 and irRECIST v. 1.1. Anti-tumor
activity will be assessed as BOR, TTR, DOR, PFS, and OS.

Pharmacokinetic: The following PK parameters will be measured:

*  Mogamulizumab: observed minimum serum concentration at the end of a dosing interval (C,y,) and
observed maximum serum concentration (Cp.x);

*  Nivolumab: Cyy,

Pharmacodynamic: The biomarkers may include, but are not limited to, immune cell subsets and immune

factors such as cytokines and chemokines in tumor and/or blood.

Immunogenicity: Anti-mogamulizumab antibody and anti-nivolumab antibody.

Safety: Adverse events; clinical laboratory tests (serum chemistry, thyroid function testing, hematology,
coagulation profile, urinalysis); immunogenicity; vital signs; 12-lead ECGs; physical examination (including
body weight, etc.) will be evaluated to determine the safety profile in this combination regimen.

Statistical Methods and Planned Analysis:
Evaluation of the data for this study will consist primarily of data listings and summary displays. Demographic
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and other baseline characteristic information will be summarized for the Safety Analysis and Efficacy Analysis
Sets. Adverse events will be tabulated by body system, severity, and relation to treatment. Similar presentations
will be provided for SAEs, AEs leading to discontinuation of IMP and AEs leading to death. The tabulation of
laboratory parameters will indicate the normal range for each parameter. Each value will be classified as falling
above, below, or within the normal range.

Individual serum concentrations at each sampling time point for mogamulizumab and nivolumab will be
presented in listings. Descriptive summary statistics of serum concentrations including means, geometric means,
ranges, standard deviations, and coefficient of variation will be presented by dose cohort and by tumor type.
Dose proportionality will be assessed as appropriate. Population PK analysis will be explored, if appropriate.

Pharmacodynamic data will be summarized. Changes from baseline in PD parameters may be used as PD
markers to explore PK/PD, PD-efficacy, and PD-safety relationships, as appropriate.

The number and percentage of subjects with a positive anti-drug antibody (ADA) test in the screening,
confirmatory, or neutralizing assays, if applicable, will be presented at each visit and overall for subjects
exposed to mogamulizumab and nivolumab. Additionally, a summary of subjects who experienced an infusion
related reaction and had a positive ADA test in the screening, confirmatory, and neutralizing assays, if
applicable, will be presented. All immunogenicity data will be listed by subject. Inmunogenicity may be
reported for ADA positive status (such as persistent positive, neutralizing positive, only last sample positive,
baseline positive and other positive) and ADA negative status, relative to baseline. Effect of immunogenicity on
safety, efficacy, biomarkers and PK may be explored.

Subjects will be evaluated for tumor response, TTR, DOR, and PFS. The ORR will be calculated as the
proportion of subjects who are responders, i.e., complete response (CR) and partial response (PR); the 95%
exact confidence interval for ORR will be calculated. The ORR will be derived using both the RECIST v. 1.1
and the irRECIST v. 1.1, based on the efficacy-evaluable subjects in the expansion cohorts for combination
therapy, which includes all subjects who receive combination therapy in Cycle 1 Day 1. Duration of response,
OS, and PFS will be estimated using the Kaplan-Meier methodology.
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3 LIST OF ABBREVIATIONS AND DEFINITION OF TERMS

Abbreviations

ACTH adrenocorticotropic hormone

ADA anti-drug antibody

ADCC antibody-dependent cellular cytotoxicity
ADP adenosine diphosphate

AE adverse event

ALK anaplastic lymphoma kinase

ALT alanine transaminase

AST aspartate transaminase

ATL adult T-cell leukemia/lymphoma
BMS Bristol-Myers Squibb

BOR best overall response

CCR4 chemokine receptor 4

CD cluster of differentiation

CDC complement dependent cytotoxic
CFR Code of Federal Regulations

CI confidence interval

CL clearance

CNS central nervous system

CR complete response

CRC colorectal carcinoma

CrCL creatinine clearance

CSR clinical study report

CTCAE Common Terminology Criteria for Adverse Events
CTCL cutaneous T-cell lymphoma

CTLA-4 cytotoxic T-lymphocyte-associated antigen-4
CT computed tomography

DLT dose-limiting toxicity

DOR duration of response

ECG electrocardiogram

ECOG Eastern Cooperative Oncology Group
eCRF electronic Case Report Form

EDC Electronic Data Capture

EGFR epidermal growth factor receptor
EOT end of treatment

EU European Union

Fc fragment crystallizable

FDA Food and Drug Administration

FDG- fluorodeoxyglucose

FFPE formalin-fixed, paraffin-embedded
GCP Good Clinical Practices

HBVsAg Hepatitis B surface antigen

HCC hepatocellular carcinoma

HIPAA Health Insurance Portability and Accountability Act
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Abbreviations

HIV human immunodeficiency virus

HPV human papillomavirus

HR hazard ratio

IB Investigator’s Brochure

ICF informed consent form

ICH International Conference on Harmonization
ICOS inducible T-cell costimulator

ID identification

IFN-y interferon-y

IeG immunoglobulin G

IHC immunohistochemistry

IL interleukin

IMP investigational medicinal product
irCR irRECIST-defined complete response
IRB Institutional Review Board

irPD irRECIST-defined progressive disease
irRECIST immune-related Response Evaluation Criteria in Solid Tumors
IRT interactive response technology

v Intravenous

KKD Kyowa Kirin Pharmaceutical Development
LFT Liver function test

mAb monoclonal antibody

MDC macrophage-derived chemokine

MRI magnetic resonance imaging

MSI microsatellite instability

MSI-H microsatellite instability - high
MSI-L microsatellite instability -low

MSS microsatellite - stable

MTD maximum tolerated dose

NOEAL no-observed-adverse-effect level
NSCLC non-small-cell lung cancer

ORR overall response rate

oS overall survival

PARP poly ADP ribose polymerase

PD pharmacodynamic(s)

PD-1 programmed death 1

PD-L1 programmed cell death ligand 1
PD-L2 programmed cell death ligand 2

PCR polymerase chain reaction

PET positron emission tomography

PFS progression-free survival

PI Prescribing Information

PK pharmacokinetic(s)

PR partial response

PS performance status
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Abbreviations

PTCL
RECIST
RNA
SAE
SCCHN
SCID
SRC
TARC
TEAE
Th2
TNF-a
TMTB
Tree
TTR
ULN
Us

Definitions

AUCy.7 days
Conax

Cuin

pH

tin

peripheral T-cell lymphoma

Response Evaluation Criteria in Solid Tumors
ribonucleic acid

serious adverse event

Squamous cell carcinoma of the head and neck
severe combined immunodeficiency

Safety Review Committee

thymus and activation-regulated chemokine
treatment-emergent adverse event

T-helper 2 subset of T-cells

tumor necrosis factor-alpha

total measured tumor burden

regulatory T-cells

time to response

upper limit of normal

United States (of America)

area under the concentration-time curve from Day 0 to Day 7
observed peak serum concentration

observed minimum serum concentration at the end of a dosing interval
hydrogen ion concentration

terminal half-life

CONFIDENTIAL 26



Clinical Protocol 0761-014, Amendment 3

1N

INTRODUCTION

4.1 Medical Background

P
Y
-

Immunotherapy for Cancer

aQ
o
Z
=
O
esl
z
=
>
—
[\
|



Clinical Protocol 0761-014, Amendment 3

4.2 Investigational Medicinal Products Profile
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2.2 Nivolumab
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2.3 Clinical Experience with the Combination of Mogamulizumab and
Nivolumab

4.3 Selection of Doses in the Study

4.3.1 Mogamulizumab
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4.4 Rationale for Combination Treatment
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Figure 4.4-1 Depletion of CD4+ CD25+ FOXP3+ Cells
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Numbers of CD4+ CD25+ FOXP3+ cells from mogamulizumab—treated subjects with adult T-cell leukemia-lymphoma
(ATL) in blood samples taken (i) just before the first infusion, (ii) just before the second infusion, (iii) just before the fifth
infusion, (iv) 1 week after the eighth infusion, and (v) 4 months after the eighth infusion and those from 10 controls are
shown as box and whisker plots indicating minimum, lower quartile, median, upper quartile, and maximum values.

4.5 Tumor Types for Expansion Cohorts in Phase 2
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455 Ovarian Cancer

'

.5.6 Hepatocellular Carcinoma

'

5.7 Pancreatic Adenocarcinoma

4.6 Risks and Benefit to Subjects
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5 OBJECTIVES
5.1 Primary

To characterize the safety and tolerability and determine the maximum tolerated dose (MTD),
or the highest protocol-defined dose in the absence of exceeding the MTD, of the
combination regimen of mogamulizumab and nivolumab in subjects with locally advanced or

metastatic solid tumors.

5.2 Secondary

1) To evaluate the anti-tumor activity of the combination of mogamulizumab and
nivolumab based on the RECIST v. 1.1. Anti-tumor activity will be assessed as ORR,
time to response (TTR), duration of response (DOR), PFS, and OS.

5.3 Exploratory

1) To assess serum concentrations of mogamulizumab and nivolumab when
administered in combination.

2) To evaluate the immunogenicity of mogamulizumab and nivolumab when
administered in combination.

3) To evaluate the PD profile of the combination of mogamulizumab and nivolumab and
determine which biomarkers may correlate with safety and/or anti-tumor activity.

4) To evaluate the ORR of the combination of mogamulizumab and nivolumab based on
the irRECIST v. 1.1.

6 DESCRIPTION OF STUDY DESIGN AND POPULATION
6.1 Study Overview

This is a multicenter, Phase 1/2, open-label, dose-finding and cohort-expansion study of the
anti-CCR4 antibody mogamulizumab in combination therapy with the anti-PD-1 antibody
nivolumab in adult subjects with locally advanced or metastatic solid tumors. Subjects will be
screened for entry into this study after signing the informed consent form (ICF). Subjects
who meet study entry criteria will enter the treatment cohort that is open to enrollment.

The study includes a Phase 1 dose finding and a Phase 2 cohort-expansion:

* Phase 1 dose-finding has a 3+3 design that will identify the MTD, or the highest
protocol-defined dose in the absence of exceeding the MTD, for the combination regimen
and will enroll up to 12 subjects (3 to 6 subjects per cohort).

» Phase 2 cohort-expansion will explore the safety, PK, PD, and anti-tumor activity of the
highest tolerated dose of the combination regimen and will enroll up to 184 subjects
(21 to 36 per cohort) in up to 7 tumor-specific expansion cohorts.
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6.1.1 Phase 1: Dose Finding

A starting dose level and an optional dose level are planned. The dose-finding phase will
enroll up to 12 subjects (3 to 6 subjects per cohort). The dose levels and schedules are
described in Table 6.1.1-1.

The MTD is defined as one dose level below the dose level of the cohort where > one-third of
the subjects experience DLT. The recommended dose regimen for Phase 2 is intended to be
either the MTD or the highest dose level tested.

Table 6.1.1-1 Dose Levels

Dosage of Mogamulizumab Dosage of Nivolumab
Cycle 1 Subsequent Cycles All Cycles
Dose Level (Days 1, 8, 15, 22) (Days 1, 15) (Days 1, 15)

N .  —

a: This dose level may be enrolled if > 1 subject experiences DLT at Dose Level 1.

DLT=dose limiting toxicity.

A minimum of 3 subjects will be enrolled and treated in each cohort, and all 3 subjects will
be observed for the DLT observation period (see Section 6.1.2.1). Subjects who are not
evaluable for DLT will be replaced. All cohorts will have a minimum of 3 DLT-evaluable
subjects. Cycle 1 Day 1 dosing of subjects in each cohort should be separated by at least

1 day during Phase 1 of the study.

6.1.2 Dose-finding Criteria

A Safety Review Committee (SRC) composed of physicians from the Sponsor and/or
designee and Investigators will review cumulative safety data from all subjects before

deciding whether to change the dose level or open the expansion cohorts.

The first meeting of the SRC will occur before the study opens to enrollment. At that meeting
the SRC will discuss the role and responsibilities of the SRC and review the safety data from
the ongoing 0761-013 Phase 1 study. In that study, nivolumab is administered at 3.0 mg/kg
and mogamulizumab has been administered at 0.3 mg/kg or 1.0 mg/kg. The SRC may decide
to open Phase 1 of this study at the optional dose level if there is concern about the safety of
the combination at the higher dose level in the Japanese trial.

Dose finding will continue until an MTD has been established or it is determined that the
expansion cohorts should open or that dosing should stop. Further exploration of intermediate
doses may take place based on evaluation of emerging safety and PK/PD parameters in the
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current trial as well as other ongoing trials. The criteria for dose finding are outlined in Figure
6.1-1.

Figure 6.1-1 Criteria for Dose Finding and Expansion

Enter 3 subjects

v v v

0 Subjects 1 Subject 2 or 3 Subjects
with DLT with DLT with DLT

v v v

If at Dose Level 1:
Enter 3 subjects at
Optional Dose Level;

If at Optional Dose Level:
STOP

If at Dose Level 1:
Open cohort expansion at Enter 3 Subjects
Dose Level 1; atthe
If at Optional Dose Level: Same Dose
Open cohort expansion at
Optional Dose Level

1 of 6 Subjects with DLT

> 2 of 6 Subjects with DLT

\Z

v

If at Dose Level 1:
Open cohort expansion
at Dose Level 1;

If at Optional Dose Level:

If at Dose Level 1:
Enter 3 subjects at
Optional Dose Level;

If at Optional Dose Level:

Open cohort expansion STOP
at Optional Dose Level.

See Table 6.1.1-1 for dose levels. DLT=dose-limiting toxicity.

6.1.2.1 Definition of Dose-limiting Toxicity

A DLT is defined as the occurrence of any of the following toxicities that are considered
related to IMP, with onset from the first dose to 14 days after the last dose of IMP in
Cycle 1:

Hematologic Toxicity

1) Grade 3 thrombocytopenia with clinically significant bleeding;
2) Grade 4 thrombocytopenia;

3) Febrile neutropenia (absolute neutrophil count < 500/mm’ with a single temperature
of > 38.3°C [101°F));
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4) Grade 4 neutropenia of duration > 7 days;

Note: Grade > 3 lymphopenia or leukopenia of any duration is not considered a DLT.
Non-hematologic Toxicity

5) Aspartate transaminase (AST) or alanine transaminase (ALT) elevation > 5 to
< 10 times the upper limit of normal (ULN) (Grade 3) that does not downgrade to
< Grade 1 (or to baseline grade if > Grade 1 at baseline) within 14 days;

6) AST or ALT elevation > 10 times ULN;

7) Total bilirubin > 5 times ULN;

8) ALT or AST elevation > 3 times ULN AND concomitant total bilirubin > 2 times
ULN, without initial findings of cholestasis (elevated serum alkaline phosphatase),
AND no other immediately apparent possible causes of ALT/AST elevation and
hyperbilirubinemia, including, but not limited to, tumor progression, viral hepatitis,
pre-existing chronic or acute liver disease, or the administration of other drug(s)
known to be hepatotoxic;

9) A > Grade 3 non-hematologic laboratory AE (other than AST, ALT, or bilirubin) is a
DLT only if it requires medical intervention or hospitalization. Exception: Grade 3 or
Grade 4 electrolyte abnormalities that are not associated with clinical signs or
symptoms, and either resolve spontaneously or respond to conventional medical
intervention are not DLTS;

Note: > Grade 3 elevation of amylase and/or lipase of any duration not associated
with clinical or radiographic evidence of pancreatitis is not a DLT;

10) Grade 4 non-hematologic non-laboratory AE;

11) Grade 3 skin rash that does not improve to < Grade 2 within 3 days of initiation of
maximal supportive care;

12) Grade 3 uveitis, bronchospasm, or neurologic toxicity of any duration;

13) Any other Grade 3 non-hematologic non-laboratory AE lasting > 7 days, with the
following exceptions:

a) Grade 3 inflammatory reaction attributed to a local antitumor response (e.g.,
inflammatory reaction at sites of metastatic disease, lymph nodes, tumor lysis
syndrome) is not a DLT;

b) Grade 3 fatigue is not a DLT;
c) Grade 3 fever not associated with hemodynamic compromise is not a DLT;
14) Grade 2 or higher pneumonitis of any duration;

15) Any Grade 2 uveitis, eye pain, or blurred vision that does not respond to topical
therapy and does not improve to Grade 1 within 14 days OR requires systemic
treatment.
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6.1.2.2 Definition of Maximum Tolerated Dose

The MTD is defined as one dose level below the dose level of the cohort where > one-third of

the subjects experience DLT.

6.1.3 Phase 2: Expansion Cohort

To further characterize the safety, tolerability, and anti-tumor activity of the combination, up
to 184 subjects (21 to 36 subjects per tumor type) with locally advanced or metastatic disease
in the following tumor types will be enrolled: squamous cell NSCLC; PD-L1-non-expressing
non-squamous cell NSCLC; SCCHN; colorectal carcinoma, non-microsatellite instability
(non-MSI) high; hepatocellular carcinoma (HCC), pancreatic adenocarcinoma, and ovarian
cancer (including primary peritoneal cancer and fallopian tube carcinoma). Subjects will be
treated with the highest dose of the combination regimen that was considered tolerable in
Phase 1.

The SRC will review cumulative safety data from all subjects approximately every 2 months
during the enrollment period. Clinical safety in the expansion cohorts will be monitored
continually. If the rate of AEs meeting DLT definitions during the expansion portion of the
study is > 1/3 in at least 3 evaluable subjects within a cohort, these findings will be discussed
by the SRC, in the context of all available safety information, to determine whether
enrollment to that cohort and/or the remaining cohorts should be suspended, whether a lower
dose should be examined, or whether any additional monitoring or treatment requirements
should be implemented.

6.2 Number of Subjects, and Numbers and Location of Investigative Sites

Up to 188 subjects at up to 23 sites in the US will be enrolled in this clinical trial. Of these,

4 subjects were enrolled in Phase 1 (dose-finding) and up to 184 subjects will be enrolled in
Phase 2 (cohort-expansion). The actual size of the study will depend on the DLTs observed
and the resultant number and sizes of the cohorts in Phase 1 of the trial.

6.3 Study Duration

The study is composed of up to a 28-day Screening Period followed by a treatment period of
up to 96 weeks from Cycle 1 Day 1. Subjects who stop treatment without disease progression
and who experience disease progression within 12 months of their last dose of IMP may
receive additional cycles, as described in Section 8.1.6. (NOTE: Upon implementation of
Amendment 3, subjects who discontinued IMP without disease progression will not be
allowed to receive additional IMP upon disease progression.) Subjects who discontinue IMP
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will enter a follow-up period and will be followed for survival. (Upon implementation of
Amendment 3, survival follow-up will be discontinued for all subjects as described in
Section 9.5.)

7 SELECTION AND WITHDRAWAL OF SUBJECTS
7.1 Procedures for Enroliment

Interactive response technology (IRT) will be used to enroll subjects in the study. Instructions
for using the IRT system will be described in the study procedure manual.

7.2 Inclusion Criteria

Study populations for this study are:

* Phase 1 dose finding: Adult subjects with locally advanced or metastatic solid tumors.

* Phase 2 cohort expansion: Adult subjects with locally advanced or metastatic squamous
cell NSCLC; PD-L1 non-expressing non-squamous cell NSCLC; SCCHN; colorectal
carcinoma, non-MSI high; ovarian cancer (including primary peritoneal cancer and
fallopian tube carcinoma); HCC; or pancreatic adenocarcinoma.

Subjects must meet each one of the following inclusion criteria during the Screening period
in order to be eligible for participation in the study. In addition, subjects participating in
Phase 2 must meet all the inclusion criteria and have none of the exclusion criteria specified
in Section 7.4.

1) Subject is age 18 years or older;

2) Subject must have histologically or cytologically confirmed solid tumor;
3) Subject must have locally advanced or metastatic solid tumor;

4) Subject has received appropriate cancer therapy as defined by:

a) For subjects in Phase 1: Subject has no additional therapy options available
known to prolong survival with the exception of PD-1 blockade (Subjects with
tumors for which nivolumab has survival benefit who have not received PD-1
blockade are eligible.) Prior therapy is not required for a subject with a tumor type
that has no standard treatment regimen that is considered by the Investigator to be
appropriate;

OR subject meets prior therapy requirements for their tumor type provided
below in the Additional Eligibility Criteria for Subjects in Phase 2;

Note: Subjects in Phase 1 with NSCLC of non-squamous histology must be
tested for epidermal growth factor receptor (EGFR) mutations and anaplastic
lymphoma kinase (ALK) rearrangement. Subjects with EGFR activating
mutations or ALK rearrangement must have progressed during or after, or been
intolerant to, at least one prior approved EGFR or ALK targeted therapy;

CONFIDENTIAL 46



Clinical Protocol 0761-014, Amendment 3

5)

6)

7)

8)

9)

b) For subjects in Phase 2, see prior therapy requirements provided below in the
Additional Eligibility Criteria for Subjects in Phase 2;

Subject has at least 1 measurable lesion per RECIST v. 1.1. Note: Lesions located in a
previously irradiated field must have subsequent radiographic disease progression in
that site in order to be considered measurable;

Subject has an Eastern Cooperative Oncology Group (ECOG) performance status
(PS)ofOor1;

If the subject is a woman of child-bearing potential or man who is sexually active
with woman of child-bearing potential, the subject agrees to use adequate
contraception from signing of the ICF, for the duration of study participation; and for
23 weeks after the last dose of IMP for women or 31 weeks after the last dose of IMP
for men;

Subject must have adequate hematological, renal, hepatic and respiratory functions
defined below:

a) White blood cells > 2.0 x 10°/L (2000/mm”);
b) Absolute neutrophil count > 1.5 x 10°/L (1500/mm”);

¢) Platelets > 90 x 10°/L (90000/mm’), or > 60 x 10°/L (60000/mm’) for subjects
with hepatocellular carcinoma;

d) Hemoglobin >9.0 g/dL (5.6 mmol/L);

e) Serum total bilirubin < 1.5 x ULN (except subjects with Gilbert syndrome or
hepatocellular carcinoma, who can have serum total bilirubin < 3.0 mg/dL);

f) AST and ALT <3 x ULN, or <5 x ULN for subjects with liver metastases or
hepatocellular carcinoma;

g) Serum creatinine < 1.5 X ULN OR calculated creatinine clearance (CrCL)
> 40 mL/min (using the Cockcroft-Gault formula)

Female CrCL = (140-age in years) x weight in kg x (.85

72 x serum creatinine in mg/dL
Male CrCL = (140-age in years) x weight in kg x 1.00
72 x serum creatinine in mg/dL;

The subject is willing to undergo tumor biopsy during the Screening period, or if the
tumor is inaccessible for biopsy, archived tumor material must be available for
submission;

10) The subject is able to understand and willing to sign the ICF.

7.3 Exclusion Criteria

Subjects will not be eligible to participate in this study if any one of the following exclusion

criteria is met during the Screening period. In addition, subjects participating in Phase 2 must

meet all the inclusion criteria and have none of the exclusion criteria specified in Section 7.4.
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1) Female subject who is pregnant or breast-feeding, or any subject expecting to
conceive or father a child during this study;

2) Subject has an uncontrolled intercurrent illness that in the opinion of the Investigator
would compromise the safety of the subject. These may include, but are not limited to,
uncontrolled infection, unstable angina, interstitial lung disease, or clinically
significant cardiac arrhythmia;

3) Subjects has psychiatric illness/social situations that in the opinion of the investigator
would limit compliance with study requirements;

4) Subject has primary central nervous system (CNS) tumor or known CNS metastases
and/or history of CNS metastases and/or carcinomatous meningitis; Exception:
Subjects are eligible if CNS metastases are adequately treated and subjects are
neurologically returned to baseline (except for residual signs or symptoms related to
the CNS treatment) for at least 4 weeks prior to enrollment. In addition, subjects must
be off corticosteroids for 4 weeks prior to enrollment;

5) Subject has received prior therapy for cancer or major surgery within 28 days, or
42 days for nitrosourea or mitomycin C, prior to Cycle 1 Day 1, or 14 days for
tamoxifen;

6) Subject has received radiotherapy or radiosurgery within 14 days prior to Cycle 1
Day 1;
7) Subject has been previously treated with an anti-PD-1, anti-PD-L1, anti-PD-L2,

anti-CD137, or anti-CTLA-4 antibody or any other antibody or drug specifically
targeting T-cell co-stimulation or checkpoint pathways;

8) Subject has been previously treated with mogamulizumab;

9) Subject has a history of allergy or hypersensitivity to study drug components;

10) Subject has received a live, attenuated vaccine within 28 days prior to Cycle 1 Day 1;
11) Subject has a history of organ transplant or allogeneic bone marrow transplant;

12) Subject has any unresolved toxicity Grade > 1 (defined by Common Terminology
Criteria for Adverse Events version 4.03 [CTCAE v. 4.03]) from previous anti-cancer
therapy, excluding alopecia, fatigue, and laboratory values listed in the inclusion
criteria. Subjects with irreversible toxicity that is not reasonably expected to be
exacerbated by the investigational product may be included (e.g., hearing loss) at the
discretion of the Investigator;

13) Subject use of immunosuppressive medication within 14 days before Cycle 1 Day 1.
Note: Inhaled, ocular, intranasal, intra-articular, or topical corticosteroids are allowed.
Non immunosuppressive doses of systemic steroids for adrenal replacement or for
contrast allergy are allowed;

14) Subject has an active autoimmune disease or a history of autoimmune disease which
may affect vital organ function or require immune suppressive treatment including
systemic corticosteroids; these include but are not limited to subjects with a history of
immune-related neurologic disease, multiple sclerosis, uveitis, autoimmune
(demyelinating) neuropathy, Guillain-Barré syndrome, myasthenia gravis; transverse
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myelitis; systemic autoimmune disease such as systemic lupus erythematosus,
connective tissue diseases, scleroderma, autoimmune hepatitis;

a) Exceptions: Subject with vitiligo, alopecia, type I diabetes mellitus, and endocrine
deficiencies including hypothyroidism managed with replacement hormones
including physiologic corticosteroids are eligible. Subject with psoriasis
controlled with topical medication, or conditions not expected to recur in the
absence of an external trigger (precipitating event) are eligible;

15) Subject has a history of toxic epidermal necrolysis or Stevens-Johnson syndrome;

16) Subject has a history of inflammatory bowel disease, Crohn’s disease, ulcerative
colitis, or Wegener’s granulomatosis;

17) Subject has primary or acquired immunodeficiency or known history of testing
positive for human immunodeficiency virus (HIV) or known acquired
immunodeficiency syndrome;

18) Subject who tests positive for hepatitis B surface antigen (HBVsAg) or hepatitis C
RNA indicating acute or chronic infection except for subjects with hepatocellular
carcinoma;

19) Subject has another active malignancy requiring concurrent intervention;
20) Subject who is receiving any other investigational agents;

21) Subject has another condition that, in the opinion of the Investigator and/or Sponsor,
would interfere with evaluation of the IMP or interpretation of subject safety or study
results;

22) Subject has a history of pneumonitis or interstitial lung disease.
7.4 Additional Eligibility Criteria for Subjects in Phase 2

In addition to having to meet all the inclusion criteria in Section 7.2 and to have none of the
exclusion criteria in Section 7.3, subjects must meet all the following inclusion criteria and
have none of the following exclusion criteria for the relevant tumor type during the Screening
period in order to be eligible for participation in Phase 2 of the study.

741 Non-small-cell Lung Cancer

7411 Non-small-cell Lung Cancer, Squamous Cell
Inclusion Criteria:

1) Subject has histologically or cytologically confirmed Stage IIIB or Stage IV
(according to version 7 of the International Association for the Study of Lung Cancer
Staging Manual in Thoracic Oncology; see Procedure Manual) squamous cell
NSCLC;
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2)

Prior Therapy: Subject experienced disease recurrence or progression during or after
platinum doublet-based chemotherapy for advanced or metastatic disease;

a) Subject with recurrent or progressive disease within 6 months after completing
platinum-based chemotherapy for local disease are eligible;

b) Subject with recurrent or progressive disease > 6 months after
platinum-containing adjuvant, neoadjuvant or definitive chemoradiation therapy
given for local disease, who also subsequently progressed during or after a
platinum doublet-based regimen given to treat the recurrence, are eligible.

7.41.2 Non-small-cell Lung Cancer, Nonsquamous, PD-L1 Non-expressing

Inclusion Criteria:

1y

2)

3)

Subject has histologically or cytologically confirmed Stage IIIB or Stage IV
(according to version 7 of the International Association for the Study of Lung Cancer
Staging Manual in Thoracic Oncology; see Procedure Manual) non-squamous cell
NSCLC;

Subject’s tumor must be PD-L1 non-expressing on immunohistochemistry (IHC)
testing performed by the central laboratory during the Screening period. Either a
formalin-fixed, paraffin-embedded (FFPE) tissue block or tumor tissue sections must
be submitted for biomarker evaluation during the Screening period. The tumor tissue
sample may be fresh or archival. Tissue must be a core needle biopsy, excisional or
incisional biopsy. Fine needle biopsies, drainage of pleural effusions with cytospins,
or punch biopsies are not considered adequate for biomarker review. Biopsies of bone
lesions that do not have a soft tissue component or decalcified bone tumor samples are
also not acceptable;

Prior Therapy: Subject experienced disease recurrence or progression during or after
platinum doublet-based chemotherapy for advanced or metastatic disease;

a) Subject with recurrent or progressive disease within 6 months after completing
platinum-based chemotherapy for local disease are eligible;

b) Subject with recurrent or progressive disease > 6 months after platinum-
containing adjuvant, neoadjuvant or definitive chemoradiation therapy given for
local disease, who also subsequently progressed during or after a platinum
doublet-based regimen given to treat the recurrence, are eligible;

c) Subjects must be tested for EGFR mutations and ALK rearrangement. Subjects
with EGFR activating mutations or ALK rearrangement must have progressed
during or after, or been intolerant to, at least one prior approved EGFR or ALK
targeted therapy.
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7.4.2 Squamous Cell Carcinoma of Head and Neck

Inclusion Criteria:

1) Histologically confirmed squamous cell carcinoma of oral cavity, pharynx, or larynx;
Squamous cell carcinoma of unknown primary is allowed only if tumor is HPV16
positive;

2) Stage III or IV and not amenable to local therapy with curative intent (surgery or
radiation therapy with or without chemotherapy);

3) Prior Therapy: Tumor progression or recurrence within 6 months of last dose of
platinum therapy in the adjuvant (i.e., with radiation after surgery), primary (i.e., with
radiation), recurrent, or metastatic setting. Clinical progression after platinum therapy
is an allowable event for entry a